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journa l homepage : www.e lsev ie r . com/ loca te / rmedLETTER TO THE EDITORLetter to Editor regarding Blanc et al, ‘‘Capsaicin
cough sensitivity in smokers with and without airflow
obstruction’’To the editor
We read with interest the study by Blanc et al.,1 in which
the authors found increased cough reflex sensitivity to
inhaled capsaicin in cigarette smokers with and without
evidence of airflow obstruction. These results contrast with
data from our previous studies,2 as well as those of other
investigators,3 in which smokers had diminished cough
sensitivity to capsaicin compared with healthy nonsmokers.
Before examining possible explanations for these discor-
dant results,wewish to correct two inaccurate statements in
the paper of Blanc et al.1 regarding our previously published
studies. In our study demonstrating that healthy male
smokers have a diminished cough reflex sensitivity compared
to that of healthy smokers,2 we proposed as our main
hypothesis that chronic exposure to cigarette smoke desen-
sitizes airway cough receptors. Blanc et al. mention only our
alternative hypothesis, that hypersecretion of mucus within
the airways may act as a barrier to the tussigenic effects of
capsaicin. Furthermore, the authors incorrectly describe the
findings of our study examining the effects of smoking
cessation on cough reflex sensitivity to capsaicin.4 They state
that cessation of smoking led to a reduction of cough sensi-
tivity in our study, but in fact the opposite is true. We
demonstrated that, as early as two weeks after smoking
cessation, there is a demonstrable enhancement of cough
reflex sensitivity.4 In addition, we subsequently showed that
resumption of cigarette smoking after a period of cessation
leads to a prompt (within twoweeks) return of suppression of
cough reflex sensitivity,5 supporting the concept that airway
cough receptor sensitivity is a dynamic phenomenon,
capable of being modulated by the presence or absence of
stimuli such as cigarette smoke.
It remains unclear why the study of Blanc et al.1 reached
a conclusion opposite to those of our group2 as well as other
investigators.3 Perhaps differences in subject populations
are relevant. Asymptomatic smokers in the study of Blanc
et al.1 had a smoking history of 15.6 (mean) pack-years
compared with 6.1 pack-years in our study.2 It is possible
that the suppression of cough receptor sensitivity by0954-6111/$ - see front matter ª 2009 Elsevier Ltd. All rights reserved
doi:10.1016/j.rmed.2009.01.022cigarette smoking represents an initial phase, followed by
progressive influence toward enhancement of cough reflex
sensitivity with continued exposure to tobacco smoke.
Nonsmoking men in the current study1 had significantly
higherC5 values (diminishedcough reflex sensitivity) thandid
male nonsmokers in our study,2 whereas the opposite rela-
tionship was true for asymptomatic male smokers. Further-
more, Blanc et al1 report that 14%of their subjects (29 of 202)
had ‘‘negative’’ capsaicin challenge studies (C5> 500 mmol/
L), compared with about 3% in our experience.
Methodological issues may also have contributed to the
inconsistent results of our two studies. Blanc et al.
employed the Mefar Dosimeter in their capsaicin challenge
studies, whereas our laboratories use the KoKo DigiDoser
(Louisville, CO, USA).6 Although output per inhalation of
both nebulizers is 20 mL, driving pressures and duration of
nebulization were lower with the equipment used by Blanc
et al. relative to ours6 (151 kPa vs. 207 kPa, and 1 s vs.
1.2 s, respectively). Furthermore, Blanc et al. counted all
coughs that occurred for 1 min following capsaicin inhala-
tion, whereas we count only the number of coughs occur-
ring within 15 s.6
Undoubtedly, the effect of cigarette smoke and its
components on cough receptor sensitivity is a complex
phenomenon. We hope that ongoing research will provide
further insights in this area.
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